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L4 ANSWER 1 OF 7 CAPLUS COPYRIGHT 2006 ACS on STN 
AN 2005:395106 CAPLUS 
DN 142:447233 

TI Preparation of heterocycle-substituted pteridine derivatives as 
iiranunosuppressants 

IN Waer, Mark Jozef Albert; Herdewijn, Piet Andre Maurits Maria; De Jonghe, 
Steven Cesar Alfons; Marchand, Arnaud Didier Marie; Gao, Ling-Jie 

PA 4 Aza Bioscience NV, Belg. 

SO PCX Int. Appl., 117 pp. 
CODEN: PIXXD2 

DT Patent 

LA English 

FAN.CNT 7 
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OS MARPAT 142:447233 

7^ The invention relates to the preparation of novel pteridine derivs. of formula 
I [wherein: one or more of R1-R4 is independently selected from 
(un) substituted saturated or partly saturated heterocyclic 5-7-membered rings], 
their pharmaceutically acceptable salts, and/or stereoisomers, N-oxides, 
solvates, dihydro- and tetrahydropteridine derivative, useful as 
immunosuppressants in the treatment of transplant rejection and 
inflammatory diseases . The invention relates to the treatment of toxic 
side effects, disorders, and diseases related to or resulting from the 
exposure of patients to abnormally high level of TNF-a, I are also 
useful in preventing or treating cardiovascular disorders, allergic 
conditions, disorders of the central nervous system, TNF-a related 
disorders, viral diseases and cell proliferative disorders. For instance, 
pteridine derivative II [R5 = C(0)Me; TNF-a assay: IC50 =0.4 mM; 
mixed lymphocyte reaction assay: IC50 =0.9 pmole/L] was prepared via 
substitution of the triazole ring of triazolylpteridine derivative III by 
piperazine and subsequent N-acetylation of the obtained 

piperazinylpteridine derivative (yield: substitution - 85%) . A model of 
TNF-a induced shock was performed with 80% survival rate of mice 
that received the pteridine derivative II (R5 is phenoxyacetyl) . 
IT 850071-12-4P 

RL: RCT (Reactant) ; SPN (Synthetic preparation) ; PREP (Preparation); RACT 
(Reactant or reagent) 

(intermediate; preparation of heterocycle-substituted pteridine derivs. 
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useful as immunosuppressants) 
RN 850071-12-4 CAPLUS 

CN Piperazine, l-acetyl-4- (2, 6-diamino-5-nitroso-4-pyrimidinyl) - (9CI) (CA 
INDEX NAME) 



NH2 




NO 
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L4 ANSWER 2 OF 7 CAPLUS COPYRIGHT 2006 ACS on STN 
AN 2005:335902 CAPLUS 
DN 142:392439 

TI A preparation of pteridine derivatives, useful as immunosuppressants 
IN Herdewijn, Piet; Waer, Mark; De Jonghe, Steven Cesar Alfons; Marchand, 

Arnaud Didier Marie 
PA 4 Aza Bioscience N. 
SO Brit. UK Pat. Appl . 

CODEN: BAXXDU 
DT Patent 
LA English 
FAN.CNT 7 

PATENT NO. 



PI 
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APPLICATION NO. 
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WO 2004-EP11836 
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GB 2004-8955 A 
WO 2004-EP11836 W 
MARPAT 142:392439 
The invention relates 
[wherein: one or more 



20031017 
20040422 
20041018 



pteridine derivs . of formula 
selected from heterocyclic 



to a preparation of novel 
of R1-R4 is independently 
5-7-membered rings], useful as immunosuppressants. The invention compds . 
are immunosuppressive agents and they are useful in treatment of 
transplant rejection and inflammatory diseases. The invention relates to 
the treatment of toxic side effects, disorders, and diseases related to or 
resulting from the exposure of patients to abnormally high level of 
TNF-a. For instance, pteridine derivative II [R5 = C(0)Me; TNF-a 
assay: IC50 = 0.4 mM; mixed lymphocyte reaction assay: IC50 = 0.9 
nmole/L] was prepared via substitution of the triazole ring of 
triazolylpteridine derivative III by piperazine and subsequent N-acetylation 
of the obtained piperazinylpteridine derivative (yield: substitution - 85%) . 
A model of TNF-a induced shock was performed with 80% survival rate 
of mice that received the pteridine derivative II (R5 is phenoxyacetyl ) . 
850071-12-4P 

RL: RCT (Reactant) ; SPN (Synthetic preparation) ; PREP (Preparation); RACT 
(Reactant or reagent) 

(intermediate; preparation of pteridine derivs. useful as 

immunosuppressants ) 
850071-12-4 CAPLUS 

Piperazine, l-acetyl-4- (2, 6-diamino-5-nitroso-4-pyrimidinyl) - (9CI) (CA 
INDEX NAME) 
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L4 ANSWER 3 OF 7 CAPLUS COPYRIGHT 2006 ACS on STN 
AN 2004:493688 CAPLUS 
DN 141:38628 

TI Preparation of N-nitrosometoprolol and N-nitrosopyrrolidinylpyrimidines 

for the treatment of ischemic diseases. 
IN Hessler, Edward J.; Karnes, Harold A. ; Toledo, Luis H. 
PA Epcellon, Inc., USA 
SO PCT Int. Appl., 28 pp. 

CODEN: PIXXD2 
DT Patent 
LA English 
FAN.CNT 1 

PATENT NO. KIND DATE APPLICATION NO. DATE 
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AB Title corapds. I [Rl = N=0, (P) -Pn-1-0- (CH2 ) n; n = 1-6; (P)-Pn-l = H, 

alkyl; R2 = N=0, alkyl; R3 = alkyl; R2 and R3 together with the attached 
N-atom form a ring, e.g., pyrrolidinyl, piperidinyl, homopiperidinyl, 
etc.; R4 = N=0, alkyl, R5 = alkyl; R4 and R5 together with the attached 
N-atom form a ring, e.g., pyrrolidinyl, piperidinyl, homopiperidinyl, 
etc.], N-nitrosometoprolol (II) and their pharmaceutically acceptable 
salts were prepared For example, sodiiim nitrite mediated N-nitrosylation of 
metoprolol afforded N-nitrosometoprolol (II). Compds . I are claimed 
useful for the treatment of coronary heart disease, stroke, hemorrhagic 
shock, etc. 

IT 702693-95-6P 702693-96-7P 

RL: PAC (Pharmacological activity); SPN (Synthetic preparation); THU 
(Therapeutic use) ; BIOL (Biological study) ; PREP (Preparation) ; USES 
(Uses) 

(preparation of N-nitrosometoprolol and N-nitrosopyrrolidinylpyrimidines for 
the treatment of ischemic diseases.) 
RN 702693-95-6 CAPLUS 

CN Pyrimidine, 5-nitroso-4- ( 4-nitroso-l-piperazinyl ) -2 , 6-di-l-pyrrolidinyl- 
(9CI) (CA INDEX NAME) 
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RN 702693-96-7 CAPLUS 

CN 1-Piperazinepropanoic acid, 4- (5-nitroso-2, 6-di-l-pyrrolidinyl-4- 
pyrimidinyl)-, methyl ester (9CI) (CA INDEX NAME) 
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ANSWER 4 OF 
1995:264515 
122:56052 

Piperazine and homopiperazine derivatives, pharmaceutical compositions 
containing them and process for preparing the same 

Zubovics, Zoltan; Goldschmidt, Katalin; Szilagyi, Katalin; Andrasi, 
Ferenc; Hodula, Eszter; Toldy, Lajos; Sutka, Klara; Fittler, Zsuzsanna; 
Sebestyen, Laszlo; et al, 
Nisshin Flour Milling Co., Ltd., Japan 
Can. Pat. Appl., 91 pp. 
CODEN: CPXXEB 
Patent 
English 
FAN.CNT 1 

PATENT 



NO. 



KIND 



DATE 



APPLICATION NO. 



PI 



CH, DE, 



AA 
A2 
B 
A 
A2 
A3 
31 
DK, 
A2 
82 
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19931218 
19931228 
19980302 
19950110 
19931222 
19940413 
20010822 
FR, GB, IT, 
19940628 
20020121 
19920617 



CA 1993-2098562 
HU 1992-2021 

US 1993-78601 
EP 1993-109664 



DATE 



19930616 
19920617 

19930616 
19930617 



LI, NL, SE 

JP 1993-146014 



19930617 



OS 
AB 



CA 2098562 
HU 64333 
HU 214331 
US 5380724 
EP 574906 
EP 574906 
EP 574906 

R: BE, 
JP 06179673 
JP 3247769 
PRAI HU 1992-2021 

MARPAT 122:56052 

This invention relates to preparation of novel compds . of the general formula 
and the pharmaceutically acceptable acid addition salts thereof, which are 
useful as antioxidants. In the general formula I (Lip = H, C15-20 alkyl, 
ClO-20 alkanoyl, ClO-20 alkenoyl, trityl optionally substituted by 
halogen, adamantyl, 1- or 2-naphthyloxy or oxo-substituted 
tetrahydronaphthyloxy, or an amine protective group commonly used e.g. in 
the peptide chemical; Al and A2 are selected independently from the group 
consisting of a single bond and C2-3 alkylene optionally substituted by 
hydroxy or oxo; n = 1, 2; Het = heterocyclyl, etc.). Thus, reaction of 
1- [2, 6-di (1-pyrrolidinyl) -4-pyrimidinyl] piperazine (preparation given) with 
10-undecenoyl chloride in anhydrous pyridine gave the title compound, 
1- (10-undecenoyl) -4- [2, 6-di (1-pyrrolidinyl) -4-pyrimidinyl] piperazine (II) 
in 82% yield. The ferrous ion dependent lipid peroxidn. inhibitory 
activity was measured on rat brain for the prepared compds. IC50, mM 
(defined as the concentration of a test substance which reduces by 50% the 
amount 

of the thiobarbituric acid) for II was 30. 
159873-19-5P 

RL: RCT (Reactant) ; SPN (Synthetic preparation) ; PREP (Preparation); RACT 
(Reactant or reagent) 

(preparation and reaction of, in preparation of antioxidant) 

159873-19-5 CAPLUS 

1-Piperazinecarboxylic acid, 4- (2, 6-diamino-5-nitroso-4-pyrimidinyl) 
1,1-dimethylethyl ester (9CI) (CA INDEX NAME) 



IT 



RN 
CN 
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L4 ANSWER 5 OF 7 CAPLUS COPYRIGHT 2006 ACS on STN 
AN 1990:216531 CAPLUS 
DN 112:216531 

TI Preparation of pyrimidine derivatives with potential cardiotonic activity 
AU Kosary, Judit; Diesler, Eszter; Matyus, Peter; Kasztreiner, Endre 
CS Hung . 

SO Acta Pharmaceutica Hungarica (1989), 59(6), 241-7 

CODEN: APHGAO; ISSN: 0001-6659 
DT Journal 
LA Hungarian 
OS CASREACT 112:216531 

AB Fifty two potential cardiotonic pyrimidine derivs. were prepared 

derivs . were synthesized from 4 , 6-dichloro-2-methylpyrimidine with'^ 
different amines. The diamino derivs. were prepared from 
4, 6-dichloro-2-methyl-5-nitropyrimidine . Several 2-amino- and 
2- {3-pyridyl)pyrimidinones were synthesized. Some of the compds . [I (R, 
Rl given): NHCH2CH2N (CH2CH2 ) 20, H; N(CH2CH2)20, Br; OBu, N02; OBu, NH2] 
exerted a significant cardiotonic activity. II (R = 3-pyridyl) exerted a 
diuretic activity, 

IT 127116-58-9P 

RL: BAC (Biological activity or effector, except adverse) ; BSU (Biological 
study, unclassified) ; SPN (Synthetic preparation) ; BIOL (Biological 
study) ; PREP (Preparation) 

(preparation and cardiotonic activity of) 
RN 127116-58-9 CAPLUS 

CN 1-Piperazinecarboxylic acid, 4- (2, 6-diamino-5-nitro-4-pyrimidinyl) ethyl 
5ter (9CI) (CA INDEX NAME) 




RN 
CN 



-OEt 



127116-56-7P 127116-59-OP 127116-78-3P 
127116-80-7P 127116-81-8P 

RL: SPN (Synthetic preparation); PREP (Preparation) 

(preparation of) 
127116-56-7 CAPLUS 

2 , 4-Pyrimidinediamine, 6- ( 4-methyl-l-piperazinyl ) -5-nitro- ( 9CI ) 
INDEX NAME) 



(CA 




NH2 



RN 127116-59-0 CAPLUS 

CN 1-Piperazineethanol, 4- (2, 6-diamino-5-nitro-4-pyrimidinyl) - (9CI) (CA 
INDEX NAME) 
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NH2 

RN 127116-78-3 CAPLUS 

CN 2, 4-Pyrimidinediainine, 6- (4-'methyl-l-piperazinyl) -5-nitro-, 

dihydrochloride (9CI) (CA INDEX NAME) 




NH2 



• 2 HCl 

RN 127116-80-7 CAPLUS 

CN 1-Piperazinecarboxylic acid, 4- (2, 6-diamino-5-nitro-4-pyriinidinyl) ethyl 
ester, monohydrochloride (9CI) (CA INDEX NAME) 




• HCl 



RN 127116-81-8 CAPLUS 

CN 1-Piperazineethanol, 4- (2, 6-diamino-5-nitro-4-pyrimidinyl) 
dihydrochloride {9CI) (CA INDEX NAME) 
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• 2 HCl 
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L4 ANSWER 6 OF 7 CAPLUS COPYRIGHT 2006 ACS on STN 
AN 1975:443369 CAPLUS 
DN 83:43369 

TI Pyrimidine derivatives 

IN Narr, Berthold; Roch, Josef; Mueller, Erich; Haarmann, Walter 

PA Thomae, Dr. Karl, G.m.b.H., Fed. Rep. Ger. 

SO Ger. Offen., 121 pp. Addn. to Ger. Offen. 2,430,644. 

CODEN: GWXXBX 
DT Patent 
LA German 
FAN.CNT 2 
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US 


1974-497459 


19740814 


DD 


116831 


C 


19751212 


DD 


1974-180558 


19740816 


HU 


170230 


P 


19770428 


HU 


1974-T0978 


19740817 


BE 


818990 


Al 


19750219 


BE 


1974-147737 


19740819 


FI 


7402436 


A 


19750221 


FI 


1974-2436 


19740819 


SE 


7410539 


A 


19750221 


SE 


1974-10539 


19740819 


NL 


7411047 


A 


19750224 


NL 


1974-11047 


19740819 


DK 


7404415 


A 


19750428 


DK 


1974-4415 


19740819 


JP 


50049288 


A2 


19750501 


JP 


1974-94899 


19740819 


AU 


7472490 


Al 


19760219 


AU 


1974-72490 


19740819 


ZA 


7405305 


A 


19760428 


ZA 


1974-5305 


19740819 


ES 


429366 


Al 


19761016 


ES 


1974-429366 


19740819 


PL 


93115 


P 


19770530 


PL 


1974-173567 


19740819 


CA 


1043789 


Al 


19781205 


CA 


1974-207278 


19740819 


FR 


2241305 


Al 


19750321 


FR 


1974-28597 


19740820 


GB 


1449100 


A 


19760908 


GB 


1974-36606 


19740820 


PRAI DE 


1973-2341925 


A 


19730820 








DE 


1974-2430644 


A 


19740626 









AB Two hundred twenty-six pyrimidines I (R = H, Me, Et, Pr, iso-Pr, tert-Bu, 
C02Me, C02Et, CN, NH2, CI, cyclohexylamino, CH2C02Et, alkylthio, 
CH(C02Et)2, cyclohexylthio, HOCH2CH2S, Me02CCH2S, PhS, SH, CH2:CHCH2S, 
1-adamantylamino, alkoxy; Rl = N02, H, Me, Et, CI, SCN, C02Et, Br, CN, 
MeS, F, P-C1C6H4S, BuO, CHO; R2 = morpholino, thiomorpholino and S-oxides, 
piperazino, 4-f ormylpiperazino; R3 = piperazino, 4-carbethoxy-, 
4 -carbamoyl-, and 4-f ormylpiperazino, thiomorpholino and S-oxides, 
morpholino, MeS, MeO, EtO, EtS) , useful as antihypertensives, and 
antithrombotic agents, were prepared by treating I [R, R2, and R3 are 
reactive groups, such as halo, HO, R40 (R4 = aryl or alkyl) , alkylthio] 
with RH, R2H, and (or) R3H (R, R2, and R3 as defined for the product I). 
The starting materials are either known or were prepared by known methods. 
I have LD50 70-170 mg/kg i.v. and 500-1500 mg/kg orally (mouse). I 
effected 61-100% inhibition of thrombocyte aggregation at 10 Mmoles/1. 
(Morris test) . 

IT 56033-89-7P 56033-90-OP 56034-72-lP 
56034-93-6P 

RL: SPN (Synthetic preparation); PREP (Preparation) 
(preparation of) 
RN 56033-89-7 CAPLUS 
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10/719,621 



CN 1-Piperazinecarboxaldehyde, 4- [6- (cyclohexylaitiino) -5-nitro-2- (l-oxido-4- 
thiomorpholinyl)-4-pyriinidinyl]- (9CI) (CA INDEX NAME) 




RN 56033-90-0 CAPLUS 

CN 4-Pyrimidinamine, N-cyclohexyl-5-nitro-2- ( l-oxido-4-thiomorpholinyl) -6- ( 1- 
piperazinyl) monohydrochloride (9CI) (CA INDEX NAME) 




H 



• HCl 

RN 56034-72-1 CAPLUS 

CN Thiomorpholine, 4- { 5-nitro-2, 6-di-l-piperazinyl-4-pyrimidinyl) 
1,1-dioxide (9CI) (CA INDEX NAME) 




H 



RN 56034-93-6 CAPLUS 

CN Thiomorpholine, 4- (5-nitro-2, 6-di-l-piperazinyl-4-pyrimidinyl) - (9CI) (CA 
INDEX NAME) 
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L4 ANSWER 7 OF 7 CAPLUS COPYRIGHT 2006 ACS on STN 
AN 1968 : 467335 CAPLUS 
DN 69:67335 

TI Pteridines. VI. Preparation of some 6-aryl-7-aminopteridines 

AU Weinstock, Joseph; Dunoff, Roberta Y. ; Sutton, Blaine; Trost, Barry; 

Kirkpatrick, Joel; Farina, Frank; Straub, Alice S, 
CS Res. and Develop. Div, , Smith Kline and French Lab., Philadelphia, PA, USA 
SO Journal of Medicinal Chemistry (1968), 11(3), 549-56 

CODEN: JMCM7VR; ISSN: 0022-2623 
DT Journal 
LA English 

AB A number of 4, 7-diamino-6-phenyl-, 2, 7-diamino-6-phenyl- and 

2, 4, 7-triamino-6-arylpteridines were prepared for diuretic testing by 
condensation of arylacetonitriles and 4-amino-5-nitrosopyrimidines . 
2, 4-Diamino-6- (methylthio) -5-nitrosopyrimidine and 4 , 6-diamino-2- 
(methylthio) -5-nitrosopyrimidine were treated with amines to give 
replacement of the MeS group by an amino group. Uv and N.M.R. spectra 
suggest that the 2-cyanomethyl- and 2-carboxamidomethyl-4 , 7-diamino-6- 
phenylpteridines exist as tautomers in which the cyano and carboxamido 
groups are conjugated with the pteridine ring. Certain other conclusions 
were drawn from the spectral data. 20 references. 

IT 19785-19-4P 

RL: SPN (Synthetic preparation); PREP (Preparation) 



RN 19785-19-4 CAPLUS 

CN Pyrimidine, 2, 4-diamino-6- (4-methyl-l-piperazinyl) -5-nitroso- (8CI) (CA 
INDEX NAME) 



(preparation of) 
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=> => d his 

(FILE 'HOME' ENTERED AT 15:55:27 ON 15 MAY 2006) 



LI 
L2 
L3 



L4 
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L5 



FILE 'REGISTRY' ENTERED AT 15:55:42 ON 15 MAY 2006 
STRUCTURE UPLOADED 
5 S LI SSS SAM 
134 S LI SSS FUL 

FILE 'CAPLUS* ENTERED AT 15:57:28 ON 15 MAY 2006 
7 S L3 

FILE 'CAOLD* ENTERED AT 15:59:49 ON 15 MAY 2006 
0 L3 
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(FILE 'HOME' ENTERED AT 15:55:27 ON 15 MAY 2006) 
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L2 
L3 



L4 



L5 



FILE 'REGISTRY' ENTERED AT 15:55:42 ON 15 MAY 2006 
STRUCTURE UPLOADED 
5 S LI SSS SAM 
134 S LI SSS FUL 

FILE 'CAPLUS' ENTERED AT 15:57:28 ON 15 MAY 2006 
7 S L3 

FILE 'CAOLD' ENTERED AT 15:59:49 ON 15 MAY 2006 
0 S L3 

FILE 'CAPLUS' ENTERED AT 16:00:50 ON 15 MAY 2006 



=> s 13 
L6 



7 L3 



=> log y 

COST IN U.S. DOLLARS 



FULL ESTIMATED COST 

DISCOUNT AMOUNTS (FOR QUALIFYING ACCOUNTS) 
CA SUBSCRIBER PRICE 
STN INTERNATIONAL LOGOFF AT 16:01:35 ON 15 MAY 2006 



SINCE FILE 
ENTRY 
0.46 



SINCE FILE 
ENTRY 
0.00 



TOTAL 
SESSION 
206.98 

TOTAL 
SESSION 
-5.25 
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